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ENNOOTSHAP 

^y^m >7x-x:/ -fe- -fx- 
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t7>^B9I-X7" -fe- -fx- 7 
7> 7ffj7^>5— >36 






(74) ft* 
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(54) ^El*l*feKKAS-%-ffl7^9 1 >«9J*J;^0«3g7J^ 



(57) [££r] 

ft as Jj-ffl © u # v - A^r >7 # ? y$m\& j; twt n* 

•HOT*. 



(51)Int.Cl. 5 
A 6 1 K 39/00 
9/00 
9/127 
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(2) 

1 

5 at ^gi i ib«© «7 * ? > tm. 

SS, &gtCjfeDTX^n-J|/£^mt:*^~5©^r 

n^-o ©^wea© ? ? ? ymn, 
m wcmMm q se«© v & 

6 IBiEffl y i/^ytm. 
[SHH©fflMft«i|iJ 

[0 0 0 1] 30 
-A*W9*^>lM*J:r«-©lBBfcWT.B. ttfc, 

[0 0 0 2] 

us agent) C*ff£&igjSg£jM«'r;s £ tl: ±oT, 

S. £(fc±, «^&-6jt&gte2»&#, T&fc>5, #*JS 
S GW#-WJI»ttff©*JsK) *«fctflMBJS« QH£# 
t J: 0 Sfijft L & HI jfi S »ST? * 5 »ft Jfi»*tt T U 

[0003] *<©^Kaa#jBB^igft*«fctfii*<fc: 

L*ba*t6. d©wfflttfiiit, miy<^mar$>-D 

Tfc. 3*L<£^MfMi«^rt-*> ***** 



#gg¥4- 2 1 0 9 2 5 

2 

[0004] -f>7;px>if i 7^g 1 >M?PJ«s^rac 

^>«<^;vx©2«©i&aBisi;ii, -ra^s, 
*t®i$n7tj§i8©*jfli^*^ (ha) fej^y-r^s 

t* (NA) S^TViS. feotfeSffi©7^f 

[0005] ?F^t:*fctaii»'ft:*-r>7Ji/x>-y ! ^ 

^ #$j$JF*j (single intraiuscular) (i.m.) ££#ttc 

(Ssnfc-Y^^^x^ifiBasiCM-rs^B&fj, 

SS© JtifcW fc-fS^SWi^-f JVX ©R^irLKSStttc 

£&&©•?* &&„ b*ba*t5, £©«£■, ^-Ksatc 
«fc * -f > 7 >if twr 5 ™* v V ^ > 
5ft&JS£r©jWaM3«fctf£'ffc (modification) tiot 

[0006] ^>yjvx.>^<Dm^, $.fzu~m\zm%k 

Sr"f®S§ (respiratory tract ) S^LTJMWrsa-a- 
tt^jSSS:TSfflJ!a-fe#I gGJfe^©^©^?,-f. 

«tz»ttfcim*ja*ftaus» ba> ©s!a£t 

-MIS) \Z, Wfc*Sft*«HW-r*©fc*«JT?**. i- 

m. ffi#f (g#©g?S) ^<fc^-r>7JPX>if>7^g 1 > 

©s^-{in?©assfc*5its^Rif 1 g A#5flt» sn&t-j 

[0 0 0 7] 

[^Bjops^] ^Bja, #JBl*J*&f4!!ftA>f>7^X 

©#fe^> iSlllt-9-^Xy h VP^y (free subunit 
vaccine) IC.fc-5 i.m. #6SiStr^(ClibTliStC*V»T 
I gGfo®&fflm?ZtPi\Z, W K»fc*l-»T^« I g 

[0 0 0 8] U3j?V— Ali*#:)K (biological membran 
ce) fC-^TO^ET^l/iLT, *±^#J*±^©* 
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(3) 

3 

#V-Af4loSfcH2t3K±©ra-bg|K:J;D^ai5«ll 

[0 0 0 9] U3py-ACD«86»JfPfflfct?^T(Z)S*JS 

tex #:^^^^U^V-AC0«»^|^ (RES) tCjg 
n^»o T^n^r-^SEJi^fflJfi (APC's) £L 

[ooio] u#v— Ao«S6»Jffif*« , J#y— A©it 
Xi:«totyi?f>m #^-r>y^x>if y^ 

r«;:i:fcj:r3TU#y-Ai«ra»teiis^'r5o 

«^K#fFmSH8 9 4 0 2 3 4 4. 9^ (^M^O 3 

5 6 3 4 0^) mmm\z\zffimiflvtfv-j±<D&m£M 
;m&<o^cou#y-A y^>SM^ u#y- 

(non-enclosed) R]g»S£^A/W£. 

y^XCjc^T, U^y-ACO^ffitC^^^KMt- 

Atc<tsft**«©#i»tt, u#y-A*cfcrfflras*Rf 
z.tu, M<^:mi)o -wii-a- 

u # y - a <o* jassft^Kis^ tut-^LTU^y 



«H«¥4-2 1 0 9 2 5 

4 

3 igwatfc ^ n «h 2me9j tc ± s mm tc^ ^ t © a^ 
[ooii] ±jSi-§gE»©U3Ry-A y^>§9¥0 
rt, *T*fc«iiH(ii*gis:#«fcttifcanTVi5o -ntc 

a -f>y;ux>if 7^>S^#im«f-$-^2 
hr^s (h;i^u>fi;£ rift^t ut-ittcou 

#y~A (Liposomes as Drug Carriers ) J v* 
229 - 230 (1988) , G. i/'j3'J7r7K (lift 
#) , John Wiley& Sons , Ltd )« LfrhfSiifi 
ZL<Dft&MWz&\,*TU. KJSSU3Ky-A0*tt 

>«»Jfc*^THKJB*J;tXU#y--A^SSfe:S j &b 

[0 0 12] #«Wt*Jt«7^^>«)t8!#©iR»tt, 
-Y >yjI/X>1fco<£;5&, fi^, ^Acofeft (life-thr 
eatening) \zm&l>te^&%\z#T&^ft#m\zft\z& 

[0 0 13] lmthx, *56WttLlsX't>y)lX. 
l,#Lfctf*5, «5*5«fc<CW!6rau *^K*H>y;l/X 

u#v-A««a©ifiiRi:, tfcttaasjtisoi^ 
[0014] Tj#y-A©#j*«i*tt, u#y-A#» 
fts^t^flta, asiJtttioo - iooo nmzm&zz. 

[0 0 15] *»9HtCfe^Tffl^5U3Ky-ABl*fe 
(PC) , i^S^JKCTXxP— ;K WiffnWrn 

«^ir^;i/*xyx-h (dcp) , *X7r^>l 
(PA) i£T£\Zft7>yym)VifU1rU-)V (PG) g- 

[0 0 16] *^Bjcoy^?>tc*5^u#y-AB# 

E'&ttaoArWRW** (pbs) (o«fc3a««ft»* 
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h 9 y — (unipore filter) £ 

[0 0 17] 

w i 

(Balb /C) ^SiffiKStM (free 

antigen) {tf)V—7&) Sfc«X>:/-r>f Utfy— 10 
A (empty liposomes ) tM^hltmmm (Z?)V-7 
T#E«JtCftiStXbfc (£S 50 ul 

y;Px>if *?>f;k*B»x-97 (HsN 2 ^ 

^&-f >x;i/x>if #>r;i<x t7^'7 h y^ 
y#y-Ai;Bni/XTn-;> (Choi 
) , »jt*X7r^^3ij> (PG) &J;l£itSm 
IgK£^£i±£o £G>iKlfcte*V>T* 2«0!>»fc*©» 
mmW. T&to^ ytfMX7x-h (DCP) 15 
±OC*X7r^^^Uira-^ (PG) tjfc^fc. ft 
&mft<D&m*W7>m*) l u gcoffCM (#*BifcWit« 

(IIA) fcX^K) 43<fctfl.6 uW0Ul7-A^ 
ItHiU 2HI©fta*t^S0 H*«fc«4HBKffo 
ft:. 

[0 0 18] sf)l— B 43 ZS C \Z& ^ T\ 2 

(B) : Choi /P C/D C P= 5/4/ 1 (^ 

it) 

(C) : Choi /PC/PG =5/4/1 (^E)l 
It) 

gG©*«&ffift©»*Jg^trL#ftftK»Ty-fe (EL 
I SA) TffflffL&o 

[0 0 19] 5B»ttJgtJ=S^fcffi«fpT?ttJt«i»fcffi^ 
KM-f#£«lMt I gG*«ft#& <«1H) . *M)V 

fco fg 1 HB-f >y;i/x>if^y^- ^ msr (^- ^ 

B*5<fctfC) 7? i.n. ftffiiSSfpa^V^Xfcfe^^JiJS 
[0 0 2 0] 

m 2 

5E©7»)^ (Balb /C) T^M 1 KEtt-TS 

tH«fcLT#EWWfcftafcL,& 0 J»ffi#« (lung w 

ashings ) &S8 1 ftffi«SfP« 33 BafcJfclRL 

V^X^^0PBS^^^gfe»?S^y > -;i/L, 

1 1.0 ml IzmmisTc) , *J;tfEL I S Atr ±^ Tta 50 



«H«¥4-2 1 0 9 2 5 

6 

gA^if«Lrc 0 

[0 0 2 1] I gA**&^m*>©J|fl^©X> 

^xyhtrtlR Uf)]r-7A) *J:«Uapy-AiS^ 

I gA^MSLT^S, 
[0 0 2 2] 
W 3 

(Balb /C) £01^- 7^, DCPtt'J 
3py-ASfflH45J:tf**B (single) ftffiffifp&^jt* 

gift*?, mi\zmwfrz>&5\zi,TiM&ftm\zft 

A) S&U^y-Atfi^L&StJS (^-^B) 

T?fc#«fFr*a*>fc, v^x (o t»4u 

#v—&t$imt*mwmK*w^Tm*\ztt, c<z> 

[0 0 2 3] jffl|tttJg<D#<0*£T?Kk $raL5£lMt 
I gGS&ttJ^fJf I gAjK^R^b^ofc (*3 

Tir[M-#SWifiitii gGfeirjcaW 1 gA©iBf^*« 
ft^Cft. U*y-A*«tr«n;JB*BiJirfca^L&«^ 

^A) £feteChol /PC/DCP=5/4/l GEJI/ 

it) o'J^y-AtiB'&L&KJR (^-^B^itf 

33HBfcfettSV^X©loIS-WaWJliLfllI gG 

[0 0 2 4] 
W 4 

16EC0V^X (Balb /C) ZfJV—7&* m^M<D 1 
S^LfeKS (Choi /PC/DCP=5/4/l) © 

ufiv-?B) $fc»2ia»# uf)v—7o 

JP-y (D) fcfittBft^A^^^a:, trtJRtLTttS 
^f3 5ugHA^>7J^X>^ ^^;^XS«X- 
83 (*«tA/Chile, H I N I <£H A£fif#T£ffiglA. 

a5f^«35Hafc, V»>X^S^>7^X>lfA/^U 
Xh (Christ)/157 /MsoMi E 4 T#EWWfcft* 
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(5) 



1^4-2 10 9 2 5 



8 



[0 0 2 5] j»*£Snc*L, u#v-a#efw^ 



*3py— A i.n. y&^><Dm&iz&fr\zJ:\t**kft&&m 





a 


I 










* (%) 


A 


8 1. 


3 


(1 3/1 6) 


B 


9 3. 


8 


(1 5/1 6) 


C 


10 0. 


0 


(1 6/1 6) 


D 


5 0. 


0 


( 8/16) *) 



[0 0 2 6] 

n 5 



5EE©V^7, (Balb /C) ^-^4141/J6»tftjr7, 

testis (^-^b) TMtLfc. mmmmfoia. 

f#I gGiSj^I gA^EL I SATi¥fiHiLfco 
[0 0 2 7] MifLS^^CD^KttWjt^Jfllttl gG 

*w-*ja»f i gAjs»f±«Minr€f&«»"3&. uji*v-a a? 

iS£LfciftIS©*&fc:tt, gA©jSS^ 
*«#£i;;fc. H40«, ttU^SEB (if)l-7A) 
T, SfcteChol /PC/DCP=5/4/l 
it) ®'J#V— Aiffl-^LftStlR (^;P-^B*3cfc^ 
C) i.n. ^^Lfc^©vi7X©Kg-#SW 
Aft I gGMff»I gAA«^lT*D, 
KSa 0 B *fctt4 H @ \Z 2 EH8#b&. 



[El] iin -f>7;i/x>if 
(^Jl/-yB43=fc^C) T? i.n. MIMffl^^Xt: 

[0 2] H2B, -f>7;i/X>tf tJ-^n.-yhfi[JS 
-:/B:£><fctfC) T? i.n. *fcffi!gf£&, SSBBfC^X 

[0 3] 0 3tt> -f>7;i/x>if u-^a-y Mti 

(^JI/— ~fA) SSi«Chol /PC/DCP=5/4/ 
1 (^Jt) ©UtfV-AfcS^LfcffiJB (£Ol—y°B 

24ieML/TftJH&#* (^;P-^D) TT«K i.n. %M 
!SfPLfc«, 33 0g[Cfe^S-7^X©mJg-#ftS5iiif» 

I gG*J;aC|ttI gA**SSt^77t^S. 

[04] 04 IS, teL^SH (5^;i/-y°A) T?, 
Choi /PC/DCP=5/4/l (^;Hfc) ©<J#V 
-Atg^LfcffLES (^-yBfeitfC) t\ i.n. 

BK:2|hI»#L&. 



—219— 



(6) 



isp4- 2 1 0 9 2 5 



JL 



[01] 



A 



[02] 



B 



[03] 



[04] 



ft* 



1 



- 12. 



■a* -KM* 
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(7) «H«¥4-2 1 0 9 2 5 



(si) mt. ci. 5 mmn frnmmm^ fi mm&mm 

A 6 1 K 39/145 8413-4C 

39/165 8413-4C 

T> tf^T->^~>36 T> t^t^— >36 
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